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1. Introduction  
Atherosclerotic cardiovascular disease (CVD) is a significant cause of morbidity and 
mortality in patients with chronic kidney disease (CKD), particularly patients undergoing 
hemodialysis (HD). The death rate from CVD in patients with advanced stage CKD is 10 to 
40 times higher than that in the general population (Iliou et al., 2001; Sarnak et al., 2003). A 
majority of patients with CKD have traditional CVD risk factors such as old age, diabetes 
mellitus, systolic hypertension, smoking, and dyslipidemia. However, the interventions to 
address these traditional risk factors have failed to decrease the risk for CVD in patients 
with CKD (Stenvinkel et al., 2008).  
Atherosclerotic lesions develop through chronic inflammatory processes, and chronic 
inflammation is a common feature of CKD. In addition, the metabolic milieu during the 
development of renal dysfunction appears to accelerate the atherosclerotic process by 
decades in patients with CKD. Given these findings, many researchers have emphasized 
that nontraditional risk factors such as oxidative stress and advanced glycation endproducts 
(AGEs), in combination with their receptor (RAGE), may play an important role in the 
development of CVD in patients with CKD. 
RAGE is a member of the immunoglobulin superfamily of cell surface molecules. Enhanced 
RAGE expression has been observed in peripheral blood monocytes of patients with CKD, 
suggesting that RAGE may amplify ligand-induced monocyte perturbation and contribute 
to monocyte-mediated vascular inflammation in patients with CKD. The major alteration of 
glycated protein in patients with CKD is decreased clearance of glycation-free adducts and 
their markedly increased levels in plasma. However, the change of plasma AGEs into 
proteins in patients with CKD is relatively modest. Therefore, ligands other than AGEs for 
RAGE may be more important in RAGE-mediated atherosclerosis of patients with CKD. 
Several RAGE ligands, including S100 proteins, the High Mobility Group Box proteins, and 
amyloid fibrils, have been identified. Among them, emerging evidence indicates that 
S100A12 is a proinflammatory cytokine (Pietzsch and Hoppmann, 2009). In this review, we 
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focus on chronic inflammation, which causes atherosclerosis in patients with CKD, and 
highlight the role of the S100A12 protein, which is upregulated in patients with CKD. 
2. CKD: An inflammatory state  
The inflammatory response is not only a local process but can also be reflected systemically 
as it is accompanied by increases in inflammatory markers including acute phase proteins, 
cytokines, and adhesion molecules. In recent years, some of these markers, such as C-
reactive protein (CRP), interleukin (IL-6), serum amyloid type A, tumor necrosis factor 
(TNF)-ǂ, adhesion molecule, and CD40 ligands, have been evaluated for their prognostic 
value in normal patients as well as in patients with CVD. Numerous studies have reported 
an association between renal impairment and different mediators and markers of 
inflammation including CRP, IL-6, and TNF-ǂ, even among patients with moderate renal 
impairment, suggesting that CKD is a low-grade inflammatory process (Landray et al., 2004; 
Stenvinkel, 2006) and peripheral polymorphonuclear leukocytes and CD14+/Cd16+ 
monocytes are key mediators in the process (Merino et al., 2008; Sela et al., 2005). 
Approximately 30–50% of predialysis, HD, and peritoneal dialysis (PD) patients have 
serological evidence of an activated inflammatory response (Stenvinkel, 2001). Serum CRP 
levels are particularly high when renal function declines to the level of end stage of renal 
disease. Elevated serum CRP is a strong predictor of cardiovascular mortality in patients 
undergoing HD (Ma et al., 1992). Thus, it is possible that inflammation could promote both 
atherosclerosis and cardiovascular mortality. However, the precise mechanisms that 
contribute to the high prevalence of inflammation in patients with CKD are not well 
understood.  
3. S100A12 protein 
Human S100 proteins are the largest subgroup within the superfamily of EF-hand calcium-
binding proteins. Currently, S100 proteins comprise a family of at least 25 low molecular 
weight proteins (9–14 kDa) (Santamaria-Kisiel et al., 2006). S100 proteins are characterized 
by the presence of two calcium-binding EF-hand motifs and display unique properties. It is 
thought that S100 proteins serve as a calcium trigger or sensor proteins that regulate the 
function and/or subcellular distribution of certain target proteins and peptides upon 
calcium-dependent activation. All S100 proteins, with the exception of S100G (calbindin D, 9 
k), are organized as tight symmetric, antiparallel homodimers (some as heterodimers), and 
the noncovalent interface between the two monomers is formed mostly by hydrophobic 
amino acid residues. Each monomer is composed of a C-terminal, classic EF-hand, common 
to all EF-hand proteins, and an N-terminal, pseudo EF-hand, which has been found 
exclusively in the N-termini of S100 and S100-like proteins (Pietzsch and Hoppmann, 2009; 
Zhou et al., 2006).  
In recent years, a subgroup of the S100 family (S100A12, S100A8, and S100A9) has been 
associated with acute/chronic inflammatory disorders (Foell et al., 2004a; Foell et al., 2004b). 
Human S100A12 was first described by Guignard and colleagues as a cytosolic protein, p6, 
in neutrophilic granulocytes and monocytes/macrophages that crossreacts with antibodies 
raised against S100A8 (Guignard et al., 1995). RAGE is of significant importance as a neutral 
target of S100A12 (Donato, 2007; Hofmann et al., 1999). Engagement of RAGE by S100A12 
activates nuclear factor (NF)-κB, a central transcription factor involved in inflammatory 
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events that triggers the expression of multiple gene products contributing to the 
inflammatory response (Hofmann et al., 1999; Yang et al., 2001). 
3.1 Gene and protein structure 
The cytogenetic location of S100A12 is part of the tight S100 gene cluster on human 
chromosome 1q21. The S100A12 gene has been mapped to 1q21.2-1q22(1q21.3) and is 
located between the S100A8 and S100A9 genes (Ravasi et al., 2004). The S100A12 gene has a 
length of approximately 4.1 kbp and consists of three exons, which are divided by two 
introns of 900 and 400 bp. Exon 2 contains part of the 5′-untranslated region (UTR) and exon 
3 contains the 3′-UTR. The mRNA size, exclusive of the polyadenylate stretch, is 466 Bp (Acc 
No. NM_005621).  
The protein is encoded by sequences in exons 2 (138 nucleotides) and 3 (138 nucleotides), 
with the two EF hand motifs of the protein separately encoded by exons 2 and 3 (Acc Nos. 
X98289, X98290, D83657) (Wicki et al., 1996; Yamamura et al., 1996) and a 276-bp open 
reading frame encoding a 92-amino acid polypeptide with a predicted molecular mass of 
10,575 Da. Homologous proteins have also been found in other species such as bovine, 
porcine, and rabbit. Human S100A12 has 70% sequence identity with both porcine and 
rabbit S100A12, and 66% sequence identity with the bovine protein (Dell'Angelica et al., 
1994; Hitomi et al., 1996; Nonato et al., 1997; Yang et al., 1996). Human S100A12 shares 40% 
identity with human S100A8 (calgranulin A; myeloid-related protein 8), and 46% identity 
with human S100A9 (calgranulin B; myeloid-related protein 14), respectively. The S100A12 
gene is not observed in rodents. The crystal structure of calcium-bound S100A12 closely 
resembles structures of other members of the calgranulin subfamily, presenting as an anti-
parallel homodimer of four-helix subunits (Moroz et al., 2003). At low molecular calcium 
concentrations, human S100A12 also forms a hexamer consisting of three symmetrically 
positioned calcium-bound homodimers (Moroz et al., 2003). Most of the S100 proteins have 
been shown in various conformational and functional states depending on the intracellular 
or extracellular concentrations of calcium, zinc, and copper. In both EF-hands, the calcium 
ion is coordinated in a pentagonal bipyramidal configuration. Generally, the dimeric S100 
proteins binds four calcium ions per dimer [~10-4 to 10-5 M (overall Kd)], with high affinity 
binding [~10-5 to 10-7 M (Kd)] at the C-terminal canonical EF-hand motifs and low affinity 
binding [~10-3 to 10-4 M (Kd)] at the N-terminal pseudo EF-hand motifs, respectively. An 
additional bound calcium ion per subunit occurs in the human S100A12 hexamer structure, 
in addition to the two calcium ions in the EF-hands. S100A12 also binds zinc ions at a 
binding site formed by both subunits that is closely located at the dimer interface. Of 
importance, divalent copper ions may bind at the same site. Coordination of both zinc and 
copper ions is supported by the N-terminal residues His15 and Asp25 from one subunit and 
two appropriately positioned imidazoles of a His-Tyr-His-Thr-His motif comprising 
residues 85–89 in the C-terminus from the other subunit (Moroz et al., 2003). These cations 
may regulate both intracellular and extracellular functions of S100A12. Studies on S100A12 
monomers isolated from porcine granulocytes demonstrate substantial regulation of 
S100A12 calcium-binding affinity by zinc (Dell'Angelica et al., 1994). Upon copper binding, 
human S100A12 dimers form close contacts possibly enabling changes in their target 
binding sites or forming oligomers (Moroz et al., 2003). However, the particular role of 
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3.2 Expression, secretion and regulation 
S100 lacks a signal peptide for secretion via the Golgi-mediated pathway and some debate 
exists regarding whether the high levels derived from inflammatory lesions are due to active 
secretion or passive release as a consequence of neutrophil necrosis. S100A8/9 release 
correlates with loss of neutrophil viability (Voganatsi et al., 2001), suggesting that necrosis 
probably represents a significant extracellular source of S100. In contrast, protein kinase C 
activation by pro-inflammatory stimuli, [Ca2+]I elevation by contact with activated 
endothelium (Frosch et al., 2000), and lipopolysaccharides from several bacterial species 
(Kido et al., 2005) cause a rapid release from neutrophils. S100A12 is constitutively 
expressed in neutrophils at low levels (~5% of cytosolic protein) (Guignard et al., 1995) and 
is expressed in myeloid cell lines (Vogl et al., 2004). We previously examined the amounts of 
S100A12 mRNA in cultured human THP-1 macrophages after treatment with various 
stimuli known to modulate atherosclerosis. First, IL-6, a proinflammatory cytokine, 
increased the level of S100A12 mRNA by ~2-fold in a time- and a dose-dependent fashion. 
The S100A12 protein was also detected in the culture medium and increased significantly 
after adding IL-6. Induction was abolished by pretreatment with a JAK kinase inhibitor and 
cycloheximide but not with an MEK kinase inhibitor. Second, pioglitazone, a 
thiazolidinedione, decreased the level of S100A12 mRNA by ~25% of basal in a time- and 
dose-dependent fashion. Pioglitazone also inhibited the induction of S100A12 mRNA by IL-
6. These results indicate that S100A12 production is induced by IL-6 through de novo 
protein synthesis via the JAK-STAT kinase pathway and inhibited by activation of the 
peroxisome proliferator-activated receptor-Ǆ (PPAR-Ǆ) in human macrophages (Hasegawa 
et al., 2003). Ligand-bound PPAR-Ǆ represses signal-dependent transcription of many 
inflammatory proteins (Pascual and Glass, 2006). The rapid upregulation by pro-
inflammatory stimuli and repression by PPAR-Ǆ agonists is consistent with the pro-
inflammatory role of S100A12 (Goyette and Geczy, 2010). Nevertheless, further studies are 
needed to clarify the S100A12 regulatory mechanism.  
3.3 Binding partners and function 
Despite the large interest in the (patho-)physiological properties of human S100A12, 
knowledge of its intracellular targets is still limited. In bovine S100A12, annexin 5, aldolase, 
cytosolic NADP+-dependent isocitrate dehydrogenase, and glyceraldehyde-3-phosphate 
dehydrogenase show either a strict or weak calcium-dependent interaction with S100A12 
(Hatakeyama et al., 2004).  
The best known extracellular target protein is RAGE (Donato, 2007). RAGE is the first cell 
surface receptor that binds specifically to several members of the S100 protein family, 
including S100A12, S100A1, S100B, and S100P (Arumugam et al., 2004; Dattilo et al., 2007; 
Donato, 2007; Hofmann et al., 1999). The binding of S100 proteins, including calgranulins 
S100A6 and S100A18, is still debated (Goyette and Geczy, 2010). Engagement of the 
extracellular domain of the RAGE membrane by calcium-bound S100A12 activates 
intracellular signal cascades, including MAP kinase and NF-κB, which induce cytokine 
secretion (e.g., TNF-ǂ and IL-1ǃ), and expression of adhesion molecules (e.g., ICAM-1 and 
VCAM-1), and thereby mediate their pro-inflammatory effects on lymphocytes, endothelial 
cells, neutrophils, and mononuclear phagocytes (Yang et al., 2001), leading to the development 
of several chronic inflammation such as asthmatic lung (Yang et al., 2007), rheumatoid 
synovuim (Yang et al., 2001), inflamed mucosa in inflammatory bowel disease (Leach et al., 
2007), diabetes mellitus (Kosaki et al., 2004), and atherosclerosis (Mori et al., 2009). 
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3.4 Association of plasma S100A12 level with atherosclerotic CVD in CKD 
In 2009, we were the first to report that plasma S100A12 levels in 72 patients undergoing HD 
had mean levels 2.3-fold higher than those in control subjects. Furthermore, maximum carotid 
artery intima-media thickness correlated positively with plasma S100A12 levels in patients 
with HD, suggesting that plasma S100A12 levels are associated with atherosclerosis as a 
complication of CKD in patients undergoing HD (Mori et al., 2009). We also found that plasma 
S100A12 levels were elevated in patients undergoing PD (~2-fold), and in a high group of the 
peritoneal equilibrium test, suggesting the influence of chronic inflammation (Uchiyama-
Tanaka et al., 2007). Consequently, a larger cross-sectional dataset of 550 patients undergoing 
HD at our affiliated hospital was analyzed to assess the relationship between plasma S100A12 
levels and the presence of CVD (Shiotsu et al., 2011). We found that plasma S100A12 levels in 
patients undergoing HD with a history of CVD were significantly higher than those in patients 
with no history of CVD. Furthermore, plasma S100A12 level was identified as an independent 
factor associated with the prevalence of CVD, and higher plasma S100A12 levels were 
associated with an increased risk for CVD. These results suggest that plasma S100A12 protein 
may be a novel predictor of CVD events in patients undergoing HD. This finding was 
compatible with a report by another group (Nakashima et al., 2011) that conducted a 
prospective study including 184 patients undergoing prevalent HD. Plasma concentrations of 
S100A12 and sRAGE were studied in relation to risk profile and mortality after a median 
follow-up period of 41 months. The results showed that S100A12 and sRAGE levels were 
significantly elevated in patients undergoing HD compared with those in healthy controls. 
S100A12 had a strong positive correlation with CRP and IL-6, whereas sRAGE was negatively 
associated with CRP. S100A12, but not sRAGE, was independently and positively associated 
with clinical CVD. Further adjustment for inflammation made the predictive value of S100A12 
disappear for all-cause mortality, but it still persisted for CVD-related mortality. In another 
population, the expression of RAGE and S100A12 in peripheral blood mononuclear cells 
(PBMCs) of subjects with pre-mature coronary artery disease (CAD) for the first time without 
CKD and diabetes were reported (Mahajan et al., 2009). Semi-quantitative RT-PCR was 
performed to determine RAGE and S100A12 transcriptional expression in PBMCs. Increased 
expression of RAGE and EN-RAGE in non-diabetic patients with pre-mature CAD was 
observed, suggesting a significant contribution of enhanced S100A12 expression in PBMCs to 
CAD pathophysiology. 
4. Conclusion 
Circulating S100A12 is elevated in patients with CKD and is associated with CVD events 
and CVD-related mortality, which is partly explained by its links to inflammation. Further 
studies are apparently needed from a therapeutic point of view. It is likely that a 
modification in uremic state affects S100A12 expression in neutrophils and/or monocytes. 
The identification of “activated” leucocytes and interventions by targeted therapy for such a 
leucocyte population may be beneficial to prevent CVD in patients with CKD. 
5. References 
Arumugam T., Simeone D. M., Schmidt A. M. and Logsdon C. D. (2004) S100P stimulates 
cell proliferation and survival via receptor for activated glycation end products 
(RAGE). J Biol Chem 279, 5059-65. 
www.intechopen.com
 
Hemodialysis - Different Aspects 
 
250 
Dattilo B. M., Fritz G., Leclerc E., Kooi C. W., Heizmann C. W. and Chazin W. J. (2007) The 
extracellular region of the receptor for advanced glycation end products is 
composed of two independent structural units. Biochemistry 46, 6957-70. 
Dell'Angelica E. C., Schleicher C. H. and Santome J. A. (1994) Primary structure and binding 
properties of calgranulin C, a novel S100-like calcium-binding protein from pig 
granulocytes. J Biol Chem 269, 28929-36. 
Donato R. (2007) RAGE: a single receptor for several ligands and different cellular 
responses: the case of certain S100 proteins. Curr Mol Med 7, 711-24. 
Foell D., Frosch M., Sorg C. and Roth J. (2004a) Phagocyte-specific calcium-binding S100 
proteins as clinical laboratory markers of inflammation. Clin Chim Acta 344, 37-51. 
Foell D., Hernandez-Rodriguez J., Sanchez M., Vogl T., Cid M. C. and Roth J. (2004b) Early 
recruitment of phagocytes contributes to the vascular inflammation of giant cell 
arteritis. J Pathol 204, 311-6. 
Frosch M., Strey A., Vogl T., Wulffraat N. M., Kuis W., Sunderkotter C., Harms E., Sorg C. 
and Roth J. (2000) Myeloid-related proteins 8 and 14 are specifically secreted during 
interaction of phagocytes and activated endothelium and are useful markers for 
monitoring disease activity in pauciarticular-onset juvenile rheumatoid arthritis. 
Arthritis Rheum 43, 628-37. 
Goyette J. and Geczy C. L. (2010) Inflammation-associated S100 proteins: new mechanisms 
that regulate function. Amino Acids. 
Guignard F., Mauel J. and Markert M. (1995) Identification and characterization of a novel 
human neutrophil protein related to the S100 family. Biochem J 309 ( Pt 2), 395-401. 
Hasegawa T., Kosaki A., Kimura T., Matsubara H., Mori Y., Okigaki M., Masaki H., Toyoda 
N., Inoue-Shibata M., Kimura Y., Nishikawa M. and Iwasaka T. (2003) The 
regulation of EN-RAGE (S100A12) gene expression in human THP-1 macrophages. 
Atherosclerosis 171, 211-8. 
Hatakeyama T., Okada M., Shimamoto S., Kubota Y. and Kobayashi R. (2004) Identification 
of intracellular target proteins of the calcium-signaling protein S100A12. Eur J 
Biochem 271, 3765-75. 
Hitomi J., Yamaguchi K., Kikuchi Y., Kimura T., Maruyama K. and Nagasaki K. (1996) A 
novel calcium-binding protein in amniotic fluid, CAAF1: its molecular cloning and 
tissue distribution. J Cell Sci 109 ( Pt 4), 805-15. 
Hofmann M. A., Drury S., Fu C., Qu W., Taguchi A., Lu Y., Avila C., Kambham N., Bierhaus 
A., Nawroth P., Neurath M. F., Slattery T., Beach D., McClary J., Nagashima M., 
Morser J., Stern D. and Schmidt A. M. (1999) RAGE mediates a novel 
proinflammatory axis: a central cell surface receptor for S100/calgranulin 
polypeptides. Cell 97, 889-901. 
Iliou M. C., Fumeron C., Benoit M. O., Tuppin P., Courvoisier C. L., Calonge V. M., Moatti 
N., Buisson C. and Jacquot C. (2001) Factors associated with increased serum levels 
of cardiac troponins T and I in chronic haemodialysis patients: Chronic 
Haemodialysis And New Cardiac Markers Evaluation (CHANCE) study. Nephrol 
Dial Transplant 16, 1452-8. 
Kido J., Hayashi N., Kataoka M. and Nagata T. (2005) Calprotectin expression in human 
monocytes: induction by porphyromonas gingivalis lipopolysaccharide, tumor 
necrosis factor-alpha, and interleukin-1beta. J Periodontol 76, 437-42. 
Kosaki A., Hasegawa T., Kimura T., Iida K., Hitomi J., Matsubara H., Mori Y., Okigaki M., 
Toyoda N., Masaki H., Inoue-Shibata M., Nishikawa M. and Iwasaka T. (2004) 
Increased plasma S100A12 (EN-RAGE) levels in patients with type 2 diabetes. J Clin 
Endocrinol Metab 89, 5423-8. 
www.intechopen.com
Chronic Inflammation and S100A12/ Receptor for Advanced Glycation Endproducts Axis: 
A Novel Risk Factor for Cardiovascular Disease in Patients with Chronic Kidney Disease? 
 
251 
Landray M. J., Wheeler D. C., Lip G. Y., Newman D. J., Blann A. D., McGlynn F. J., Ball S., 
Townend J. N. and Baigent C. (2004) Inflammation, endothelial dysfunction, and 
platelet activation in patients with chronic kidney disease: the chronic renal 
impairment in Birmingham (CRIB) study. Am J Kidney Dis 43, 244-53. 
Leach S. T., Yang Z., Messina I., Song C., Geczy C. L., Cunningham A. M. and Day A. S. 
(2007) Serum and mucosal S100 proteins, calprotectin (S100A8/S100A9) and 
S100A12, are elevated at diagnosis in children with inflammatory bowel disease. 
Scand J Gastroenterol 42, 1321-31. 
Ma K. W., Greene E. L. and Raij L. (1992) Cardiovascular risk factors in chronic renal failure 
and hemodialysis populations. Am J Kidney Dis 19, 505-13. 
Mahajan N., Malik N., Bahl A. and Dhawan V. (2009) Receptor for advanced glycation end 
products (RAGE) and its inflammatory ligand EN-RAGE in non-diabetic subjects 
with pre-mature coronary artery disease. Atherosclerosis 207, 597-602. 
Merino A., Nogueras S., Buendia P., Ojeda R., Carracedo J., Ramirez-Chamond R., Martin-
Malo A. and Aljama P. (2008) Microinflammation and endothelial damage in 
hemodialysis. Contrib Nephrol 161, 83-8. 
Mori Y., Kosaki A., Kishimoto N., Kimura T., Iida K., Fukui M., Nakajima F., Nagahara M., 
Urakami M., Iwasaka T. and Matsubara H. (2009) Increased plasma S100A12 (EN-
RAGE) levels in hemodialysis patients with atherosclerosis. Am J Nephrol 29, 18-24. 
Moroz O. V., Dodson G. G., Wilson K. S., Lukanidin E. and Bronstein I. B. (2003) Multiple 
structural states of S100A12: A key to its functional diversity. Microsc Res Tech 60, 
581-92. 
Nakashima A., Carrero J. J., Qureshi A. R., Miyamoto T., Anderstam B., Barany P., 
Heimburger O., Stenvinkel P. and Lindholm B. (2011) Effect of circulating soluble 
receptor for advanced glycation end products (sRAGE) and the proinflammatory 
RAGE ligand (EN-RAGE, S100A12) on mortality in hemodialysis patients. Clin J 
Am Soc Nephrol 5, 2213-9. 
Nonato M. C., Garratt R. C., Schleicher C. H., Santome J. A. and Oliva G. (1997) 
Crystallization and preliminary crystallographic studies of calgranulin C, an S100-
like calcium-binding protein from pig granulocytes. Acta Crystallogr D Biol 
Crystallogr 53, 200-2. 
Pascual G. and Glass C. K. (2006) Nuclear receptors versus inflammation: mechanisms of 
transrepression. Trends Endocrinol Metab 17, 321-7. 
Pietzsch J. and Hoppmann S. (2009) Human S100A12: a novel key player in inflammation? 
Amino Acids 36, 381-9. 
Ravasi T., Hsu K., Goyette J., Schroder K., Yang Z., Rahimi F., Miranda L. P., Alewood P. F., 
Hume D. A. and Geczy C. (2004) Probing the S100 protein family through genomic 
and functional analysis. Genomics 84, 10-22. 
Santamaria-Kisiel L., Rintala-Dempsey A. C. and Shaw G. S. (2006) Calcium-dependent and 
-independent interactions of the S100 protein family. Biochem J 396, 201-14. 
Sarnak M. J., Levey A. S., Schoolwerth A. C., Coresh J., Culleton B., Hamm L. L., 
McCullough P. A., Kasiske B. L., Kelepouris E., Klag M. J., Parfrey P., Pfeffer M., 
Raij L., Spinosa D. J. and Wilson P. W. (2003) Kidney disease as a risk factor for 
development of cardiovascular disease: a statement from the American Heart 
Association Councils on Kidney in Cardiovascular Disease, High Blood Pressure 
Research, Clinical Cardiology, and Epidemiology and Prevention. Circulation 108, 
2154-69. 
Sela S., Shurtz-Swirski R., Cohen-Mazor M., Mazor R., Chezar J., Shapiro G., Hassan K., 
Shkolnik G., Geron R. and Kristal B. (2005) Primed peripheral polymorphonuclear 
www.intechopen.com
 
Hemodialysis - Different Aspects 
 
252 
leukocyte: a culprit underlying chronic low-grade inflammation and systemic 
oxidative stress in chronic kidney disease. J Am Soc Nephrol 16, 2431-8. 
Shiotsu Y., Mori Y., Nishimura M., Sakoda C., Tokoro T., Hatta T., Maki N., Iida K., 
Iwamoto N., Ono T., Matsuoka E., Kishimoto N., Tamagaki K., Matsubara H. and 
Kosaki A. (2011) Plasma S100A12 level is associated with cardiovascular disease in 
hemodialysis patients. Clin J Am Soc Nephrol 6, 718-23. 
Stenvinkel P. (2001) Inflammatory and atherosclerotic interactions in the depleted uremic 
patient. Blood Purif 19, 53-61. 
Stenvinkel P. (2006) New insights on inflammation in chronic kidney disease-genetic and 
non-genetic factors. Nephrol Ther 2, 111-9. 
Stenvinkel P., Carrero J. J., Axelsson J., Lindholm B., Heimburger O. and Massy Z. (2008) 
Emerging biomarkers for evaluating cardiovascular risk in the chronic kidney 
disease patient: how do new pieces fit into the uremic puzzle? Clin J Am Soc Nephrol 
3, 505-21. 
Uchiyama-Tanaka Y., Mori Y., Kosaki A.,Kimura T., Moriishi M., Kawanishi H. and 
Matsubara H. (2007) Plasma S100A12 concentrations in peritoneal dialysis patients 
and subclinical chronic inflammatory disease. Ther Apher Dial12, 28-32 
Voganatsi A., Panyutich A., Miyasaki K. T. and Murthy R. K. (2001) Mechanism of 
extracellular release of human neutrophil calprotectin complex. J Leukoc Biol 70, 
130-4. 
Vogl T., Ludwig S., Goebeler M., Strey A., Thorey I. S., Reichelt R., Foell D., Gerke V., 
Manitz M. P., Nacken W., Werner S., Sorg C. and Roth J. (2004) MRP8 and MRP14 
control microtubule reorganization during transendothelial migration of 
phagocytes. Blood 104, 4260-8. 
Wicki R., Marenholz I., Mischke D., Schafer B. W. and Heizmann C. W. (1996) 
Characterization of the human S100A12 (calgranulin C, p6, CAAF1, CGRP) gene, a 
new member of the S100 gene cluster on chromosome 1q21. Cell Calcium 20, 459-64. 
Yamamura T., Hitomi J., Nagasaki K., Suzuki M., Takahashi E., Saito S., Tsukada T. and 
Yamaguchi K. (1996) Human CAAF1 gene--molecular cloning, gene structure, and 
chromosome mapping. Biochem Biophys Res Commun 221, 356-60. 
Yang Z., deVeer M. J., Gardiner E. E., Devenish R. J., Handley C. J., Underwood J. R. and 
Robinson H. C. (1996) Rabbit polymorphonuclear neutrophils form 35S-labeled S-
sulfo-calgranulin C when incubated with inorganic [35S]sulfate. J Biol Chem 271, 
19802-9. 
Yang Z., Tao T., Raftery M. J., Youssef P., Di Girolamo N. and Geczy C. L. (2001) 
Proinflammatory properties of the human S100 protein S100A12. J Leukoc Biol 69, 
986-94. 
Yang Z., Yan W. X., Cai H., Tedla N., Armishaw C., Di Girolamo N., Wang H. W., 
Hampartzoumian T., Simpson J. L., Gibson P. G., Hunt J., Hart P., Hughes J. M., 
Perry M. A., Alewood P. F. and Geczy C. L. (2007) S100A12 provokes mast cell 
activation: a potential amplification pathway in asthma and innate immunity. J 
Allergy Clin Immunol 119, 106-14. 
Zhou Y., Yang W., Kirberger M., Lee H. W., Ayalasomayajula G. and Yang J. J. (2006) 
Prediction of EF-hand calcium-binding proteins and analysis of bacterial EF-hand 
proteins. Proteins 65, 643-55. 
 
www.intechopen.com
Hemodialysis - Different Aspects
Edited by Prof. Maria Goretti Penido
ISBN 978-953-307-315-6
Hard cover, 321 pages
Publisher InTech
Published online 14, November, 2011
Published in print edition November, 2011
InTech Europe
University Campus STeP Ri 
Slavka Krautzeka 83/A 
51000 Rijeka, Croatia 
Phone: +385 (51) 770 447 
Fax: +385 (51) 686 166
www.intechopen.com
InTech China
Unit 405, Office Block, Hotel Equatorial Shanghai 
No.65, Yan An Road (West), Shanghai, 200040, China 
Phone: +86-21-62489820 
Fax: +86-21-62489821
The book provides practical and accessible information on all aspects of hemodialysis, with emphasis on day-
to-day management of patients. It is quite comprehensive as it covers almost all the aspects of hemodialysis.
In short it is a valuable book and an essential aid in the dialysis room.
How to reference
In order to correctly reference this scholarly work, feel free to copy and paste the following:
Yasukiyo Mori, Yayoi Shiotsu, Eiko Matsuoka, Hiroshi Kado, Ryo Ishida and Hiroaki Matsubara (2011). Chronic
Inflammation and S100A12/ Receptor for Advanced Glycation Endproducts Axis: A Novel Risk Factor for
Cardiovascular Disease in Patients with Chronic Kidney Disease?, Hemodialysis - Different Aspects, Prof.
Maria Goretti Penido (Ed.), ISBN: 978-953-307-315-6, InTech, Available from:
http://www.intechopen.com/books/hemodialysis-different-aspects/chronic-inflammation-and-s100a12-receptor-
for-advanced-glycation-endproducts-axis-a-novel-risk-facto
© 2011 The Author(s). Licensee IntechOpen. This is an open access article
distributed under the terms of the Creative Commons Attribution 3.0
License, which permits unrestricted use, distribution, and reproduction in
any medium, provided the original work is properly cited.
